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(57) [gift] (flEEtf) 

[fee] tts«m#^«it^»ffita*UTv^36»x{±'ii««^^tif.«t-s u 

^PflaOK/I^ *TSL<i±in vitroTSESU b) 'LmH^^&t fd±Z<DV 7,9 

«Jg«a&*£HW-S . #*LV^-^r-l4PlGF, VEGF. Ktt^h 'J^AflM^T^F ( 
^f^NT-proBNP) „ J: VsCD40LT-£>& . 
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mmmcrMM] 

a) fg^Efcfcwf ^TA-tfW'KK t Llo«jfo^£v-#-£fc«;i^c9^M#:«l'' 

^£in vitroTfillSU 

]fiL«$T£v-#-#PlGF. VEGF££Ji^£^ft#rC&4. ttscmsxm^m. 
[IW&H4] 

^^'2M«is-««mLT ^4 , it *in-3cov »thi>iJaEa©ss. 

[ 11*116] 

*3ll-6£7)0-r^^liIIEK^ffio 
[ff*if8] 

[ff*iR9] 

PlGF*3j;tm-proBNP s 4 (i * ft ^^SftOl/^^ a©*-*, if*ii9ie«co*a; 
[ 11*1111] 

5&*--6, W*3B1— lOco^-rn-^liIIBtlco^ffio 
[If*JI12] 

[ft*Hl3] 

P1GF& J;t/NT-proBNP£ £t?sm0L&tzi&Ztlt><7mmfc<OU'<Jl-ZM%.~t& . Ift&gl 
[I!*lfl4] 

§^>t, CRJ\ hsCRP. IL-6. A/iti-e^^Mfrs HbAlc s CMLiSit/AGE 

i. *)%:hMfrt>ml$ti&'J?%:< t hl^cD^—A—^V^V^m^th, ff*iMl—13^^ 

[it*II15] 



[0001] 
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[W*K»J 
[0002] 

W**(±» ^MJt^mS^ti^ilE^SOio^ef^S (co-morbidity) fclrtS. £ 
[0003] 

t/ZX Y )M < ^t/ZWM%tVX;\^& (Svendstrup Nielsen, L. h , (2003). N-terminal pro-bra 
in natriuretic peptide for discriminating between cardiac and non-cardiac dyspno 
ea. The European Jounal of Heart Failure) „ LtztfiX . fSWi^^WML 0 Sf^iBpf 

mz, -^mm&£tf/£fzimmm^Tzm-nt^6mmiz<&mtztLX^ 

[0004] 

tt» £l£«##:««g«IW£3l£f3.rU grafts, »Wfr£<ia*«*;fcfifl L FWv- 

[0005] 

SHSffllMS^fcfflVvC, Khaliq^(1998){i. it«ff^fflHMHtl^L/t«iSSttfflM 
CO*ffi'l4^ffl^Jt«tfcV^Tflfiiiti5tia^(PlGF)3&i|^§^^ £ ^IBiELfc 0 PlGFcO^ 

^X'h-^tz (Khaliq, A., Foreman, D. , Ahmed, A., Weich, H.,£>(1998). Increased Ex 
pression of Placenta Growth Factor in Proliferative Diabetic Retinopathy, tabora 
tory Investigation, vol. 78(1), pp. 109-116). |W| tfflZtlZti V»T . PlGFJiMSffttffi 

[0006] 

Swtt-^b y ^Af iJJj^Tif- F (BNP) j&*»SJSj8*t*i(t«*flS5 i Wv-Xr-i: LTffi 
ffl»TKT***>ira* 1 *lBS^6fc«>«K»36*SrSfl.TV^. YanoA, (1999) (i„ BNPjM2 
M»S«Ji*t:^(tSB r ^ffi<!0ffi«fc5:0o&<ri:*J.aiLfc (Yano Y. , Katsuki, A. 
£>, (1999). Plasma Brain natriuretic peptide levels in normotensive noninsulin-d 
ependent diabetic patients with microalbuminuria. The Journal of Clinical Endocr 
inology & Metabolism, vol. 84(7), pp. 2353-2356) „ .1 cOMflJilsotani A, (2000) {Z 

X.TV'i^) (Isotani H. , Kameoka K. £>, (2000). Plasma Brain Natriuretic Peptide lev 
els in normotensive type 2 diabetic patients without cardiac disease. Diabetes C 
are, vol. 23(6), pp. 859-860) „ Siebenhofer^ (2002) (2. 7£^]Mffi4^2fflltJ@cW,€ 
#ttJ(t4Wgfc6*, >-«i!m^W-rsm#fci3ftSBNPK^«±#t:MLT 
tt»*W<fc<?5Ttt!Srt\ ifc*SH5UTV^4. Siebenhoferii (2002) {4. T^SV 

mmnvtw&a «t r/flii^tffff tts tt* NT-proBwc^swi^ t frx-i±% v \ t 

[0007] 
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[0008] 
[0009] 

[ffcBJ^H*] 
[0010] 

(4 in vitroTli^L. 
[0011] 

[0012] 

fcotfJfctfflT**. Sr-ff*^ M£>i4, i«fRlt:J:^I«fe*ii¥W«!S 

'MMnw^efiEfciMii-r* u *tt&mmt,zm-t&mmmm.mcr)ffimfr^mmL o h 

[0013] 
[0014] 

xxf r ^v-^-j %&m\r%m%iz&m:ib& « wtc, ^^w^fi^w^-^ 
; pwv-^-iia» («i«r, mRNA) t LTjmztL, — ifls^wv-a-ia*^ 

« 

[0015] 

*%0Jtcfe{tl.llSfttt. -f^T^KcOWgSifcaWcU 13L 2MfcJ:t^f4Itt«fS 

^fflT^D. mWmWimmmnm (WHO) fcJ:0l985¥*iJ:tW999^fc, ^America 
n Diabetes Association (ADA) IZX 01997^-tCStiSft.T^S, ^£D5gH^K¥£l 

[0016] 
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mmmmim^mmmmtKteJ >xv ytmwmmm uddm) tLxh^tix^ 

MWSiW (NIDDM) hLTtft^Tl^, 2M«fgS«J3Eif Srff^T^^O (2aM) *fc 
[0017] 

4»Br(c«, HS££, ^flfifiKfctty-X^fcffljeU ^-^-U HBL 

[0018] 

SttttWEteBjftl/O^jK 4fe»4^aiSftfeJ:V/«) KJilSHtfrffiBSttcowc 
[0019] 

[0020] 
[0021] 
[0022] 

- L T , HS^S^tcfc (t i fomMteW ffi. Wfcj»l'jNJlll«J6«0flfeKfe*B« t & 
[0023] 

[0024] 

mmmwmcr)^ tLxmrnz^K. mmmmm^mfsm tLxi>$at>ixx^&» m 

EK^f£K«ffi (jftSWfcli. r »«tt£j tLT»^^l>) T'&D. .TfiiiiftfiSrJg 
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[0025] 
[0026] 

ft£ UMM^V-^-tt, P1GF (flfifiiiJffla^) . VEGF (5to&ftglMMm=?) . sF 

lti (^nSttteKf-n^y^fi— fe'l) fcitf**L6<a£JI*-c&S. fttJff* UMfiLt 1 

[0027] 

tJt^rf-Ktt, Z<?)^7i-V&mi>mm%TJVy*-MznLX'J>-%:<ti>80%, ft 
4L<im<i: t>85%. J: "9*± L<(*3«flr< i: fc90%. ftt>#4 L<(i^< fc £>95 

[0028] 

tC^-fL^WilJSE^rffi^'fatCiattSaTV^ (Ala-Kopsala, M. , Magga, J., Peuhkurinen, 
K. (2004): Molecular heterogeneity has a major impact on the measurement of c 

irculating N-terminal fragments of A-type and B-type natriuretic peptides. Clini 

cal Chemistry, vol. 50(9), 1576-1588) „ 
[0029] 

X^Mfab LT(i, P1GF-1 (149T5y|g) . P1GF-2 (170T$yBS) £ lt/PlGF-3 
(221TSyS) ipmf^flh (fflxJf. Cai, J., Ahmad, S. , Jiang, W.G., Huang, J. 
£>, (2003). Activation of Vascular Endothelial Growth Factor Receptor-1 Sustains 
Angiogenesis and Bcl-2 Expression via the Phosphatidyl inositol 3-Kinase Pathway 
in Endothelial Cells. Diabetes, vol. 52, pp. 2959-2968 £#BS$;fx£; V> ) . 
[0030] 

^y°^v*i>mm-?&. r ^n#cj itttz. ^yT^mmmzmm^titz^r^vTh 

[0031] 
[0032] 

*%HBC*J^T. 'friltf/I^Ey. WfcNT-proBNPjp,. £-fls¥W4 k 

n/s. 

[0033] 

't>JS|jftWS*LfcjB*Ji. 33Sfc&ffi (SAP) ^IESLfcm*fej;t/mttS«i&MffiM 
» (ACS) Sr*-f-Sffl*-CS. 0 5 S . ACSjS#ti^jei&M£ (UAP) &rrtZ.b&i>') * 
fo&WZc\tit>cr>Mmz<bWtfm (Mi) fc«fc«ftl/cv^. M«srjJFttMi*;fc(i#sr 

J^ttWCfcD-P*. MItf)&&<9ft, £4>SMgT:£ (LVD) j^tdS. JfcftW£» LVD 
J&ttt, ttl5»<©5Bt**^rrS 3 ojWfeQ^ (CHF) (C^&„ 
[0034] 
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'tSKftli, New York Heart Association (NYHA) (C 4 *} fflBKHI^fc:4HI3*VCV*& . 

Sit JiBKHRtf, *»*fcttPMffiffli (Am) Hl*fii?4u. ??*ll<*>jft# 
liJt*S»«^^rF<?5Wft**i-*. ^{4Sfi«§W4fitt^SLT^£*p. ffl«0#ft 

[0035] 

L^i^T, l^ffilKSr^S&VMIfti:. (#Rtf. nffflffiffli) £*tMI 

[0036] 

'CafeftOTfcdlow^MKd:. rggaj^gj t LTt&tn<7) rfefrSKi&fl-Bj (lvef) 
ffiK^DJi^W-r-SAiiaS. »&;faflTV*&^LVEF£- 3TU -efLtiHfRK. 50 

[0037] 

't«aj*(i«fitt*iiiL«ffifc 4-?Tk£t3&. mmft&^&m&mmmakmnwi 

[0038] 

*«Kfc:tSVVCfci. N&Sfcftj J4«pC SKifiBR't^S. SAP. ACS. UAP. MI, ST±# 
ttMI. #ST±#ttMI, LVD4st(4CHF^El*-r-S. 
[0039] 

4>9PL<14. r,£tfSS«u (4. ACS. UAP. MI. ST_bffttMk #ST±#14MI . LVD4fcl4C 

HF£ mus-r^ . 

[0040] 

HWW&bm&l*. Stt. «rfc. NYHA^^XII— IV<7)ffi«. 4 9PL<(4. NYHA^^X 
1 1 1 -I VCDfe-Vi £ ? | § |B £ L 3 h . 
[0041] 

'tSK*I440%jaTWLVEF*ff V ^ & . 
[0042] 

'Mfcati r-ft«ttj ifcli r^ftfitttj tfeHI»„ ft«ttl4. #ft«OiE^^Kfgg* 
[0043] 

^WMztetth'tm^V^yiirf-y 'J^AfOS^Tf-H. ^nr-y^y (urotensin) 
[0044] 

*«*fctJ»t4 + r- U ^AfiJS^r^ r-'{4. ANPS&4 VMPS^T^ Kfc WCftlt 
c^MffcSr^tf (Mi-tfs Bonow, R.0. (1996). New insights into the cardiac natriu 
retic peptides. Circulation 93: 1946-1950£#Bg§*UtVO „ 
[0045] 

ANPM^T-f - Ftipre-proANP. proANP, NT-pro ANP. ANP&4t/-?-;fl £><?)^M#:£#tf . 
[0046] 

BNPUKTf- N4pre-proBNP. proBNP. NT-proBNP. BNPfc4c/ ; t-;fl£><73^M#:§-Mj\ 
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[0047] 
[0048] 

7l/7n^7f H (pre-proBNP<7)^-^t(il34TSyffi!) teM^S^'rhrt^T-?- F 
iW4B*tJ:0flJBfSfLTrn^r^l« ( P roBNP«^-t;(S108T 5 yK) £rj« 
tS. iCOTn^Tf-K(45EC-eJBfS<tTN5lSJgTn^.rf-K (NT-proBNPf5*^fcUi76r 

«i28Tiys) 

[0049] 

^^tfcttSSfSLV^NU^A^M^T^-KJiNT-proANP, ANP, NT-proBNP. BNP& 

mw^g'[^JS!felTft^NT-proANPt3j:tXNT-proBNPj: OJSV^SKBSr^S . Lfctfo 

*»HHtiif««fc*4 Lut h U *>AH«^7f FJiBNPSKT^- Ffc kXf^co^mW 
, #t;. OT-proBNP&it^c^MffcT'&S. 
[0050] 

[0051] 

[0052] 

twStt-ffcj fe^SlfoftfiM^v h^JftU Jte/J^vStt-fb. Jt/h»ft. rti&JB 

T5-^*^sig§tLT, tEfomNB&fe (lvd) s aojmttit^ (chd texumtizm 
zo&mmm&m (uap) ^ ^ i^^omjOLvm (ami> sgissi-ru 

[0053] 

Ltzt^x. i&L'i-ms&itco^-x-te. !k'bffi.mM. jm&m. ammm. mz^ 

[0054] 

SSSL^WS^tizmt^lS-i Uv?-#-J2:sCD40L (nr^14CD40U^>-K) . vWF ( y * 

^-#-JisCD40LfcJ;tX>eco^Ji#:T-&4. r^nftj &4fSli. *BBffl»*T«c^» 
Zix.X^&b&K)tzmMZn&^%X"$>&, 
[0055] 

sCD40L (tJit^t^SSR*) H r jfiiftj LX^X t «t <Xl4lH/JvR(C»^UTV^Tfc J: 
V\ lll»*«OsCD40L£j|}^4##fcli, »StMfej:t/»/J«^AM^^<7)sCD40L^il| 
lfll5K4 J OsCD40L^iIIJSt-i l *^rt{i;. r jSittj snmJ7>»&m&t & . *SMHt 
feVVfti:. fflilsCD40L<7)lx^^)IJ^fft U\ 
[0056] 

»4 L<li, JllW^-^-fe ±V/*fc|±i0i/JvRattfl:^BW-4v-^-S^*sh 

t . & 9 4 rco^~^~comm±'^msssL f s^m&cr,mmcr>mmi l z 

[0057] 

fr<ox~%<. ^co'tmm.m-kmwfi^.h lx^b. m^wmttz^m^mmmzm 
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[0058] 
[0059] 

#f&9l!<7XtP3;(i, CRP, hsCRP, IL-6ifct±*;ft^;fU9^Rflc, XHbAlc. CML ( 

[0060] 

CRP (Cmti&fyWS) . hsCRP (»®^ttCRjett^W^») „ IL-6 (>f^-D 

crp. iiscrp. iL-6£fzi^KhcD^ti^ti(7)^mfacomm±. '\j~mm.^w&cDxi±'MM 

[0061] 

^3- X, HbAlc. AGE^^{iCMLcOK;^fiMi±t LT. S^'JfiLHttSr ± OH 
[0062] 

[0063] 

M.m^mt.tz\,iMmm\mzm-ttmmmMc, cml^ /stiAGE^aistc ± o %*> z. 

[0064] 

HbAlcii^^n b'VCO^ 'J n ^ iVit^tvfzftmX'fo h . HbAlc^ K^^'ffitftlii'fiV ^ 
[0065] 

[0066] 

y*^— ^g^^^t-S. HbAlc-^CML£|3|fl||C N ffiK^OAGE(il*S'fe€*t*3ft 

't^llitlRBftf ■& fc^SSiXTV^ (Kilhovd, B.K.£>, (1999). Serum levels of Advan 
ced Glycation End Products are Increased in Patients with type 2 Diabetes and Co 
ronary Heart Disease. Diabetes Care, vol. 22(9), p. 1543-1548) „ Ltzifi-^X » AGE 

comm±. 'tmmm^mm^x\i>tmM.m^m.\ l zmm^^^x9^m<^tzmz, #31 
mzanhmco^-ti-tm^xmv^hz. t w«im?i>&. 

[0067] 

S&fc. aSSMjlJfll^^yvN^WA (PAPP-A) . IL-8, IL-10. 

— n>f Jfyi8 (IL-18/IL-18b) , 1§M. I MW&T !V7" 5 V (ischemic modified albumin) 
(IMA) „ «ln^yi (cTnl) , ^JlbCf^-VT ( cTnT ) , ICAM-1 (MPb1«S 

*sm> . vcAM-i (summmm^i) . BJHffitts^wwfr (fabp) 

y s p--fcWf->\ y s—jfy^ iirin-f ka (saa) s ck-mb {9vr^y^ 

i-— tf-ii ) . MP0 ( SxcVW^xf- if) , tpPtA2 ( U*.°^>-^°^W^*X^U 
;•<— - bfA2) „ GP-BB ^^*!J7- fe"-1*VP»BB) „ IL1RA. TAFI (foyf 
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y^mznthim) , mom (mmt^im^y^m.-i) , rnar^yha 

ifilH^ (TF) , MMP-9 (7MI 7?^^07Df7- if 9) . Ang-2 (TyV^iP^-V- 

2) „ bFGF {Mw&mmmwmwm-) , vldl (jsis^y^y^w) , pai-i (t 

[0068] 
[0069] 

^TtgT'&ft, *0>J:55:WWi, «i«5lilsWlfeJ:V2*3tl±EIl~7tciBaoJ:ti>9, 
i<ttfeft^*46t:J:0»t£^-4ii:3&fWr*4. mm. #t»S^lt#wlfe 

m^^mm. (mm. r «^j ttziz r#«tw^j ux^> *Ksw-6«tft4^a4 

[0070] 

w*£KGi-r ft t> co-cS) ft . r, j^?j {±, s>ft mMizmktotZ'kmw&'&mm&ii t ft 

[0071] 

. WiW, ^ftM^UX^ti^CO^S^S^^Ji^iiftaiSg (spare pumping capa 
city) ttfc&S^Lft. 
[0072] 

$ & s«#T»*ur, mzTmz^mrnmfr^w<mmis'<->u$:mi£?& <i t a* 

ft . 

[0073] 

iirft*^ ^cD!SJKc9<KT£*B£ a ft . 
[0074] 

AMWfc(4, 10pg/ml*}f. #{C5pg/ml*iSc0jfll^PlGFK^\ ^IlJM^fjf-lE^lI 
'JX?35*teV^£fcM}gLT^ft 0 

[0075] 

ftMWfcfiu 10pg/ml J; #t;i5pg/ml j; § £>fcff5£^ft 1 20pg/ml i 0 

a^«PlGF^;l/*\ iC«Mff£0H££B*-r* y^^CillTV^. 
[0076] 

PlGF^WSl^/W*Wt*lJ£iSUifc\ m#^UX^ta<^rft„ Witf, 25pg/ml£ 
Six.ftK;W4. &v>D.x?£^U 30pg/«i*jfii4l"^;Wi, ^CSv^J^^I-i 
-To 
[0077] 

ASe^i. 33pg/ml*iS. Wfc20pg/il*i», J: 0l¥L< {±15pg/ml*jf<7)jfiLaiNT-proB 
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[0078] 

IftfflWteJi. 33pg/mlJ;0«V\ # tl25 P g/ml J; 9 3 k500pg/ml ± 

[0079] 

NT-proBNPoffl^^^.;^a(m«fi«o(it\ *#»>j t,^< 44 . wa.tr, iooo P 

[0080] 
[0081] 

*f&BJ^^^is 'J x 9 £ 7K-r«^t:{± , IMS fifc t £ 0 CMJIIfl h . 

[0082] 
[0083] 

ACE-f ybt^-fiiV/STH^UV'ilBfilWtoa^fc^S. 
'MHHH&OS-S-ti =fc V'JfilMSi<7)ii flu * BUTT £ i fc **S 4 t ^ . t . JfM¥B£8fffi 
(MiW. PCTI (e&iSWWt-A) . A;k->«3R«, A-^x^jj) 

[0084] 

ACE-f yth'fHiSStt&mi), £fle«fcli, ^'7U;1/, ^717'J;K 
i^-fT'J/K x-^rr'J/K 7tyy7'J;K ^771);^ txJfyT'J^, ^.'J> 

[0085] 

ACE-^ ybtf*-Ji*fc, IIS^ttBffitf>Sitfi : £jI&-£3 4. 

[0086] 

fi. 7-fe7hn-;K TA-TW n— /K T-f./o— /K \^^Vn-* s t'V7nn- 
/K 777/n-/l, *7V'n-;l/, ijiv^vi— /K fij^i/u— bUTnu— )V 
. ^f75/n-;k ^h7nn-;k tKn-yl/, ^b#n— /K ^^X7l-7n-;l/ 

to— /l^-^ftS, 
[0087] 

[0088] 
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jul/Nsii* » w mi i b/i i iaa««ao'f yhw-ifcttry? 3 b t> ntti § 

[0089] 

ytwtxf+y* 7f;WU^fy > t'jKxm) , iK^^mtfJlt (Mx 
[0090] 

[0091] 

„ 77y^y"77*li, Centocor Europe BV^^ReoPro^i^-C A^^Ig^FabT' y 7'*> 
[0092] 

[0093] 

MflsfliJfc LTfi, S^njr^y-*— - b«50-f yb b*^- s WfcODX-l (M 
iff. T-b^HMJf-zH!) ;ADP-fybb'^— TfVyy'J/Kv JflL^hS 

) ; Jfc/NK»*;"<«?inib/IIIaS8*<34 /tt7-4W±T/^rf-Xh (tfrfe£# 
MZtLtz^) ; yt"ij^-;l/ ; 4 y\fyV'y ; -f^X h 9>-40a*3${f &*t5. 

[0094] 

[0095] 

[0096] 

Amm^+ttzmitz ± o ana t &s ; t &w*-rt> . flwwaoffiit, stews 
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[0097] 
[0098] 

a) £?iL<J4in vitrotcev^T, >-7";^C0^< i: t> lOOJMffr^— 

#-4>^4^^Mtt<^<;k£ffl5£U 

d) jffjtlXlia&fillWIC, B***W>T;kttiC0CRP, hsCRP. IL-64fcli**tfef^Ea 

e) *F4L<(iaijDW^, &^M^yy°^(^y/Ua-X^ HbAlc „ CMLi5.it/AGEJ: 9 

i) xf'/Tb) ©7-*-oi^iMi S^TOL^S-C-ifeS. ifclift^tcBA*-* 
k) Xf77c) <7)v-;£-tOK;M4. BBS^JflL'NKiSttffrC**, 4fc(±Jll/NKatt 

i) xf-yTd) cov-t5t-<5ok;W4. sBEs#*6src*4, s/dii^attcas-rsux 

[0099] 

mvmmm.m. mmcoi&mm&x'hh. mammimim. mmmwmmm* ek« 

[0100] 

MfetiM. ettc^S®c ; S:-5T^I>7° ; 7-^#'iS«$ti.^ 'J7^, UAP. AMIT* 
isti4Jlii/|^SJfe, tfa.&&f&. ssmMM. SCTS©:*oTui.75-?!«i^ 
U A? . UAP fc L < J4AMI £m&t& yx?Mf|, £ t 
[0101] 

[0102] 

[0103] 
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« t-r 4 * ^ i» * wca s . 

[0104] 
[0105] 

fclinsif-y YiWJ^JT'V^A (M£fi\ Elecsys T^5>f if-iff (ffl^Ttg ) 

„ CBA (P*S^rjy^MS^-T 'y-fc-f (Cobalt Binding Assay) ; Roche-Hitachi 
(fflff) T^7-^-r-±T*IJffl^rig) feJ:^5f'y^Xii77^ (MUi. Roche-Hi 

tachi (HSS) r^5-fif-±-CfiJffl^rtg) ifi^tih . 
[0106] 

o^t^- f 4 v f 0*4 fc(4»uE *mmt& . 

[0107] 

u f . mm* fcimmKmm®i<7)fflm&'%£ n. * . 

[0108] 
[0109] 

mtt. 

[0110] 

^*a^r*fc»W*3£l4 . ( a ) it* F £ fzlitf V ^Tf- F £ , 3S3^X« fc , 3S 

m^mmzhtzKimm^. (to mtw*£w&r&x j rv7&is i tt. 

[0111] 

^vzmfet&tztbvrffmt . ( a ) v £ >tii-K y ^r^- f £ , wawtcts-^-* 

'J^KtSaiS-fr, (b) (JJfSitiO) ^MS^-UXf^KSHsSU (c) SteUtfJ'K 
[0112] 

[0113] 

^r^FiUtx^y^r^F (^yA7i)ii ml awwMtyri^t^ 
iK 'J ^rf- FiiftoS^T/l^-eflSS til . 

[0114] 

*%Hg<o«JIW-y7 , ;Wi, jEtrLTv^Xii^-rv^Sb Ft/ctii&^oJrfttf 1 ^^ 
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[0115] 

*fftHHfc:*i«-*tt»Efcl±, am. mtt. MM. 'J HSiSu «SL IlfM^iy' 

n#-t-4a3 4. »(c, ikmziz, mm. urn, Mi^ivw-iri^xs, fmwyy 

M$ . 3 ji#tc^jJI^)ffiBcO*ifet J: "9 ft* £ fc s&*WC* 4 . 
[0116] 

KL<I1 tfVT/KiM. Jfll»4fc(±maiT*4. 
[0117] 

til ) **t»Sat#C4MaiW*«'CWR^4 £ 4: ***rflfiT* 4 . 
[0118] 

mcoMt L^m&jmit. *r«t&4^T^- v&tziztfv^zn- \*tzftmtft£&frr& 

[0119] 

**t?- f «, L < f4*° y ^-r^ f tss-s-r &mt&Wltvi> <o o 4 . *vr?- F * fctt* u 

tfy FJ4. «t 3 ^SEfiSr^tTM^T^- F 4£i4tf U^T^ KtaBr^-* £ t t^TIg 
[0120] 

TfoZ>, T&miztmz r #MW*S-&j J4. S^yT/l^KfiWSMO 

#T4L<(4, »a«tlS-&Siifc^w«^W4fclir>f V7t- -Mi, ffiwvfft?) 
Baa^rf - K U F X 0 ^=Sr < i: 1 3f»BfV v i O jff * L < ii^-Sr < & t, 10 

[0121] 

#WK«iS£jW£<«;h.4£fcfc*4. W4. Wfc, M«L^T^F47tii*°y^ 
[0122] 

u Hfadf^-ii , mmvffiT&9iiv>&x&>ijm£ x o sjjg-f 4 £ t antjfg-c* 4 . 

[0123] 

Hue. y#y FfMKr&fc, W*HlWR4;fc(±£Mr9X*y*WcJ: 1 5, ESM5rr4 

[0124] 

H2 £ . y X?> F *\ t =5: 4 ^7 + F 4 t4rK U f- F cDH*vS'[4<^ « t L T 
[0125] 

, ttffiiiri^i(Mt»siaw-4£fct>wc*4. »4t<t4. m^m^zhtz*) 

[0126] 
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[0127] 

FjPLHfUrttfflSfi.*. a^^eitXiOWijCWJXrvKtHi. fit*, H&fiMfcs 
fcJ:U ; 'Jj;<ft]^^XN^7°hTb':/>'-b'^-^>'^ (Vector Laboratories, Inc. ) 

[0128] 

^(4, h'^y, i^rfdf^-y, His^^\ /;^fty-s-i5^7i7-if, flag 

, GFP. myc-^^'\ >f ^7;H>f A^-f ;^JhXfU»KK (HA) N 7^h-X»&^^^ 
[0129] 

[0130] 

mcof^ibc^mm^mmizit, ^-r^y-^y^^y (dab) , 3,3'-5,5'-f h5^f/K 

y^'J/y, NBT-BCIP (4-— bn7*;l^fh5V>J'7A^ny F£ iW-7*nt-4-^nn- 
3--fyK'J;k^7x-t ; i(rll§nt^l.7,b -y ^JfSSt LTRoche Diagnostics 
nJP&A^RTiB) , CDP-Star (f§JS) (Araersham Biosciences) N ECF (i§jfl) (Amersham 
Biosciences) j^ifU,. 5t3£fiP*-2EK<0«^tt*feRB£*, a3teifcl*ffc¥3fe 
3E*-5-£*£fca*»rKTaO. ^ixA>«i. 3fiat»HT4«JI<0*t£ (Witt, JSofctt? 4 
;PAt^i45BS^^^^Xf-A^ffl-rs<Ii:) ti OW&fN&^fcj&i-CSS. PStS 

[0131] 

ASKrS^3i£a(ISItcU. $&£?yWK (Wit*, GFPi3J:tf-€-<oSNWtc) . Cy3, Cy5 
, fWI^yh', 7/^l/-fe-<^j:^7W^f (Alexa) £l« (M£K\ TP ^568 
) ffi^ffi7tefIiiWJx.H'Molcular Probes (Oregon) j^A^WC**. 

[0132] 
[0133] 

-^S^fM) , RIA (5y*^A777-fe^ ) . ELISA ( PffiSSlM ;K>- hTv 
■fe-f) , ^r-'-f vf-a*^MflEKSfc, mM^^-T^fM -yf-f (ECLIA 
) » jfflmHfc^^^— K»3t^ J»yT»/*4 (DELFIA) . y>f l/-y 3 yM7 7^'f 
(SPA) . Jti&frWSu *7xn^hy- 5T"y^iS5WtiS*Wffi*fctt*7xn^ 
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MJ— , Sffi&SKlL tsXVVgSftffi. i^JiKSELDI-TOF, MMJ)I-T0F*fcl4^-vtf9U 

(ce-ms) s^f^wr^noffio^ (w^ar, 

€M?*itk 2Ddr;umMMW). SOS^VT^VfUTS. F^HMIl (SDS-PAGE) . 
[0134] 

WiU^U^Hfcli, fit*, SSL ^7°-f-H4fcl±dfU^f-H, fcJ;yT7?7- 
ts i yilliS^^ff oTi^. J: 0 A v ^HfTJtt 4 fcttWUtt Sr^^-e^id^U^y 

[0135] 

, FabtJit^F(ab),79^>'b3&«**^S. 
[0136] 

[0137] 

i L<ti. #2&HJitei5 I ^T>ft^k ft S **T* H 4 U ^Tf- H Wf« il«3r < k 3 
[0138] 

*»*fc:ti v « „ r T V 4 j 5: 5 812 . < k £> 2rx»f #5g , ~ &7u4 

[0139] 
[0140] 

4fc, ^mtZ&tfhTUJtLX tWffiTVA j SttflWSifcfcSHS*!.* (Nola 
n JP, Sklar LA. (2002). Suspension array technology: evolution of the flat-array 
paradigm. Trends Biotechnol. 20(1):9-12) „ %cr>i. otZMMTl/j tCfcV^TJi, fSfr 

[0141] 
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[0142] 

Umi. -jRfc&SrCfcS (#BJBflFSS5.744.305#) . *<J5j:-3*rTW*a« 
Tf- H JttfTU-f ^ffiffl-r S .1 1 £ . 

[0143] 

msmi 

Sbeno-2ffl^crffi^fW&£V : ±m&mZmzWfflt l zm j gZil.T^2> (Gaede, P., Vede 
1, P., Larsen, N. £>(2003). Multifactorial intervention and cardiovascular disea 
se in patients with type 2 diabetes. New England Journal of Medicine, vol. 348 ( 

5), pp. 383-93) „ ffimizmPMt&t^ m&<7M'hT?u7$ymmm&mmMM&. ^ 
<^frcoimmv xfWTzmwb^&migcoi&m (n=so) trz^m^m^^m^imAz 

7>¥Mthiz« n$*%8gmv>&M\$* ^'Ja^Ht^/nt >«£6.5%*»fc, Jtt 
J±£l30/80mm Hg*iSt:, Sja^JfiLtt^3L'Xf-a-;UK;U^175mg/dl*^^, iS«fctf 
SIlB#JflL« h U U -fe U H 150mg/dl *Stt*B^S i i; £1H Ufc±S5W«ti «£ 

t/^I^W^A^©PgW»ATi^t3t. «IS3*i£;Si*S®1ftfrAt4. &WiffifilJR?)ffi 

co^-c<7)#an#tet4*fc. MS.\y^)Vb\xmmmz, msMcorxwytikTSTyi/ 

*fyyy»I (ace) ybtf^-fclMH-fciatSiWi. ¥*3tlHtlflHli7.&rc 

BB^Bia«^*w=*>/£ o . **jftiEBPrii» HbAicfi. ftai^r-n-jK ldl- 

lX^T^'S>-^ttM^l : t<ffi*^^ (Gaede, m») . ifi^SHWi, AMffi 

T'{453%. HHt^«JWfTI461%. IHBBt0>*ffCWSB?6, feiV'gtfWgPtW^^f T 
1463%) (Gaede, f?«) » 
[0144] 

160^c7)^:#Jp / $,#«1992— 93^tSteno Diabetes Center*^ ^6 feftjt. WbTlVf 
5 yJg2EJ4, 6ffl^4ffl^24B#ra1^>'Tykt^^T30--300rag/24hcDJSr^7-'5 yffflS 
(AER) ktT^IStlfc. «^IJ1985^)HW73»|Sfc:J:>3^IS*lJ£. SHHBBti:* 

jlliifc-^r^ r-'iftSeoopnoi/isfeSf ; PPF^ifcttlPDifc i sz^tt»lfi ; fifcgjg ; # 
; SffiKft ; * ^<44¥J^(*lt5Et:-ri. ^'14^35 £^#&#^-r^-T 

i^T&'A 3^A-yy. ij^y^fA (Copenhagen County) CDi&W. 

[0145] 

£05*«iWrfc:*SVVC, yjflllKNT-proBNP^*Hc7)tf*fflJ; 9ffiv^xt4« 
[0146] 

[0147] 

T»yfc>f 
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[0148] 

jfr^r^USSrElecsys 2010 (Roche Diagnostics, Germany) ±t*<W V M v^JAJT 
>yte--f OM^Ltz. T-;lxL3th hjflL?g-9->-7VW^^T^rWlElffl(i5— 35 OOOpg/ml 
iZRV^ £$E®&WaZ<0.Q61T8>&. pg/mlipmol/Uzim-t&fzMzte^ 0.118£j#ftS: 

•t&« K.—AjjyiMkbvt&ft^ A^iixm^mMm^mzmm-yy'^mML 

[0149] 

tt#W±fcttVJ'-!M -y h-- (Mann-Whitney) COt^t ± Off ~? fc„ *f^'JSS[^J:t 
[0150] 

'jX^V-^-tU WJfliaSNT-proBNP «f«W Sr frflf L . 
[0151] 

ZT7>-~?4T— (Kaplan-Meier) Mtl^< CDT'J> it » -Hl£>^>20C^S¥£ , n^' 
9y?*£*fflvvCJfc*tLfc. 95%««Klffl*ff'3^1f-Hlfc*. CoxEilg^T^SrM^ 

t^nfyAlc, ^ligai/Xfn^ s HDL-nkx^fn— /K LDL-n^xfn- 

& ifilStNT-proBNP l^/l^jgWf^fl; * 4 )V 3 ? X V WMTttM L fz . 
[0152] 

<-X7^f y^ijttSSJH^JfiLlRNT-proBNPK^Ki:. ^steno-2^HItCfc^T{±5 ($t 
ffi»Ttf&5*'HI) ~1290 P g/ml ( t^*fi(i33. 5 P g/ml ) T#> *) - — *\ TC^tWaWBfcfe 
(t4«(45—1290 (4^ttii35.3) pgMTfoK). M#<Oife8Wfc:tJtt4itli5~1134 («t» 
*B32.0) pg/«lT*-5fc. ^nih>^2-j^m^<-xy^ym^^uz^-t 1 , 

X5^ VlfllMNT-proBNPU'^Wi. ± 9 ft VVHS««jSSBIBL i^ftl,* 

■&cog,%£. ^~x^A>^zii\^XA)V^^^MX'ihmLtz (Ml) . 
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[Hi] 

^IffltfeitStMi Dffi^Xteiftl^— X^-f >ifiiMN*^proBNP U^JV 





N=80 


N=80 




HbAlc »)* 


8. 7 (0. 2) 


8. 4 (0. 2) 


0. 29 


M£»3iftLJE (mm Hg) * 


143 (1. 9) 


153 (2. 2) 


0. 002 


mmsfcR (mm Hg) * 


86 (1. 0) 


85 (1.3) 


0. 39 


u-)V (mg/dl)* 


224 (4) 


209 (4) 


0. 048 


SfltPtiM HDL-n 
T^n— )V (mg/dl)* 


40 (1) 


39 (1) 


0. 62 


U F (mg/dl) f 


186 (62 - 992) 


168 (44 - 1993) 


0. 09 


m t 


5 (0 - 26) 


7 (0 - 30) 


0. 003 


ttS'J (n) 


59 / 21 ? 


60 cf / 20 ? 


0. 96 


mmm (n) 


28 


32 


0. 55 


(/imol/1)* 


74 (1. 5) 


80 (2. 1) 


0. 015 


*S (kg)* 


92.8 (1.7) 


89. 1 (1. 8) 


0. 13 


#s5£f*M« (ml/# 
/l. 73 m 2 )* 


125 (2.4) 


109 (2.8) 


<0. 0001 


^Mmm.mmm (n) 


7 


14 


0. 11 




110 (2.9) 


126 (4.2) 


0. 001 




52 (0.8) 


58 (0.7) 


<0. 0001 


NT-proBNP (pg/ml) t 


13. 0 «5 - 32. 8) 


69. 7 (33. 5 - 
1290) 


<0. 0001 


m y jv s. > mm 

(mg/24h) t 


70 (32 - 286) 


80 (33 - 265) 


0. 11 


(mmol/24h) t 


213 (46 - 577) 


176 (25 - 449) 


0. 19 


mm 








ACE >tt*^- (n) 


13 


18 


0. 42 


?'J^8J (n) 


14 


25 


0. 07 


jSj&IKffil (n) 


4 


5 


1. 00 


# ji/ v r> a m m m 

(n) 


3 


13 


0. 02 




4i 


m+ 39 


0. 69 



* (se), t tp!km mm) 



[0153] 

aUX^ri-;U&^^U\iz^m^^^Mzl±^ 0. 02586 £SKtit^ h 0 HJ^U-feU 
Vmt:\mol/nz^mi-&fzfolZl±^ 0.01129£gKtJt^& , NT-proBNPfit£pmol/l iZ$mt 
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[0154] 

(p<o.oood (eh) . mniz, mnz^-tbts*), steno-2m^z&ft&2^<r>K<n\£mffi 
thin*:. mtmmfc&if&ftMUMBm&to >jx? tsw-siawa . t ^rtcomm 

(y^;l-A) , S/ci4125pg/ml^-y bjJ-^K/P^fflv^ (^n°^-;PB) , 2MMSSS* 
titJlt*— actSitXlliJCXV K#>f Vhett$-*>Y9*-KJfc (95% CI) tfM 
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[fS2] 





31* 


m 




m 


\% 


m 








_L 






















6. 1 


(1. 8 - 


20. 9) 


3. 


l 


(1. 5 - 


• 6. 5) 


4. 4 


(2. 3 - 


- 8. 4) 




p=0. 


004 




P= 




002 




P<0. 


0001 




^7*;]/ 1 


4. 7 


(1. 2 - 


17. 7) 


2. 


3 


(1. 0 - 


• 5. 0) 


3. 3 


(1. 7 - 


- 6. 5) 




P=0. 


022 




P= 


=0. 


038 




p=0. 


001 




2 


4. 1 


(1. 0 - 


16. 7) 


3. 


0 


(1. 2 - 


7. 6) 


3. 6 


(1. 7 - 


• 7.5) 




P-0. 


048 




P r 


: 0. 


021 




p=0. 


001 




±_ 






















7. 3 


(0. 9 - 


59. 3) 


3. 


3 


(1. 1 - 


10. 2) 


5. 8 


(2. 0 - 


16. 9) 




p=0. 


06 




P= 


=0. 


036 




p=0. 


001 




^e^;v l 


4. 4 


(0. 4 - 


48. 2) 


3. 


3 


(0. 9 - 


12. 3) 


4. 4 


(1. 3 - 


14. 3) 




p=0. 


23 




P= 


=0. 


08 




p=0. 


015 






3. 0 


(0. 3 - 


32. 7) 


5. 


2 


(1. 0 - 


26. 1) 


8. 4 


{2. C - 


36. 3) 




p=0. 


38 




P= 


=0. 


044 




p=0. 


004 



















h 














*II 


6. 0 (2. 3 - 


15. 3) 


3. 4 (1. 8 - 


8. 0) 


4. 7 (2. 6 - 


8. 4) 




p=0. 0002 




p=0. 001 




P<0. 0001 




1 


5. 7 (2. 0 - 


16. 3) 


2. 4 (1. 0 - 


5. 6) 


3. 0 (1. 6 - 


5. 7) 




p=0. 001 




p=0. 048 




P=0. 001 




^c^f)]/ 2 


7. 1 (1. 9 - 


27. 1) 


2. 9 (1. 0 - 


8. 6) 


3. 3 (1. 7 - 


6. 7) 




p=0. 004 




P=0. 047 




p=0. 001 


















Jl 


8. 7 (2. 2 - 


34. 9) 


4. 1 (L 5 - 


11. 2) 


5. 3 <2. 4 - 


12. 0) 




P=0. 002 




p=0. 007 




p<0. 0001 




1 


7. 4 (1. 5 - 


37. 2) 


2. 9 (0. 9 - 


9. 4) 


3. 4 (1. 4 - 


8. 2) 




p=0. 015 




p=0. 08 




P=0. 006 




2 


15. 1 (1.0- 


238. 0) 


2. 4 (0. 6 - 


10. 0) 


4. 5 (1. 5 - 


13. 5) 




p=0. 054 




P=0. 24 




P=0. 007 





[0155] 

ffiULTV^ ($2) . Lj^U S^2owi&iS^mf fiCfcv^MLt I , mm 
[0156] 

125pg/mlcOifo£KNT-proBNP#-y h*7W^*jlfflLfc*^fc:(i, — Jfcfe ■fctfUifcO' 

sJ-^W^fcJfcKl/C, £giIWfcS£flSLfcj&»o;fc (iS2) . 
[0157] 
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W3£HBfi*o2^atasufcfc i % . uimmiz&^xitmmi-prowpu^tirgmiz 
mtot (i4.9 P g/mi, P <o.oooi) , m^^m^immiz^^x^mmco^mm^ 

ixtz (11.7pg/ml, p=0.001fej:tM8.2pg/iil, p<0.0001) „ \3BlZ7Fr?b& D . iMMiJ4i 
. tt>^ffijfiUiNT-proBNPK;m. 0 i&^MH X X/m^Mco^^zH^xma t 

[0158] 

•^AtOS^2^ratfc(tl>Jfll^NT-proBNPt0^t,{i, 3S"5^Si8Kiaifcfe(tS't>Bllll* 
A OhlzmtZ b^MlzWmLX^tz. M-aMMlzis ft h jfiliRNT-proBNP 

iwf^t fctj »t * *e&i % ofs** u x 9 mwzmm lti* ( -r^x <nn&\,z p<o. 001 

) . *^«2^^«MI^MS^rBl(-^ft42^^m#tfcV^TJfllMNT-proBNP^<;kM£TL 

WSLTl^oft (vvtr"— FJt0.45 (0.12-1.65, p=0.23) „ 
[0159] 

nv<vmfrmm*coAmm-proMPu^k>tmimmmzm-t& vx? tcomnwrn 

mi , — Hex ywyhfci t>-&x > k tfM y h «optfrt=BB t x . imm,z i>imt 

[0160] 

steno-2W5S3!)^<7)C:cOW*^WtCt3^T. *^9J!#^{i:, 2MHSiiSfc =t l£WhT)V7~ 
5 ymm^'t^ «#fctJ it-S , 'tM^tSCI LXamuO VA?b JfilslSNT-proBNP 

tf~}^yH^>ht3MtTtfO^<50UX^i: N JilMNT-proBNPK^i;<50^{Ci>*« 

[0161] 

£OJMIiNT-proBNP<OfSSlJ^2MII»S* teMtfJ § ft & . 
[0162] 

Steno Diabetes Center <7)£|*3fc £ M(ot LXt5 9 . Rl t^t-^IfW^Fiiffi^iPJSSixT^ 
HSJSeSHE&^rrS-r^TWiaWf^S* (n=242) 1993^t^-X=J>"r-u 
— iVm^MIS^h iofil* (Tarnow, t. , Cambien, F. , £>(1995). Insertion/delet 
ion polymorphism in the angiotension-I-converting enzyme gene is associated with 

coronary heart disease in IDDM patients with diabetic nephropathy. Diabe to logic 
a, vol. 38, pp. 798-803) . ffSftttKffitClW-t '&Btf3£P (3*^6^3111^24^^^ 
^S«S<^a^cO^<^t2|lI{Cfc(tSW^-7^aT;t'7'SySffi (>300mg/24 h) , 
SS'JSttffllKfficO^. feJ:tflfiWWII4fcJ±Sft!feft^Wft (Parving H-H, Osterby 

R, Ritz E. Diabetic nephropathy. In Brenner BM, Hf. The Kidney, pp. 1777-818. P 
hiladelphia: WB Saunders, 2003) ) £ iSfc^ttl99£<7Xftg£-ei§L£ s SSSt*>3t 

-proBNP^aJSL/Co 
[0163] 

^»«WWWf3S9HltCti v^T 12 . S#Sr 2003^24! 1 B * "CXf i5Et ( n=62 ) h L < it 
m± (n=3) eit, itgpLfc. <r<7)ffi5£Ji. ^yy^iftfv^iiftlSfl^j: 
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[0164] 
[0165] 

o ^^^f Ay T -/ "fe^f (Feldt-Rasmussen B, Dinesen B, Deckert M. Enzyme immunoassa 
y: an improved determination of urinary albumin in diabetics with incipient neph 
ropathy. Scand. J. Clin. tab. Invest. 1985;45:539-44) l/ZXK). 24l$P^<7)fiSglJj&>£> 

m.ffi&'&lm&giZ'OWXli. 3.7 MBq "Cr-EDTAC01HI<OffiltOf*. f£i±tfC9180. 200 . 22 

o& £mwftmzmzLfznmiw>y°)W(7)mmm0)wmz «t o . a&H3 9 3M£SI£ 

t?t. IE^r^7'5ygS*tO^Ttt. B!l^j3ftS^*<7)^ (Modification of 
Diet in Renal Disease (MDRD) ) £Dj£ (tevey AS, Bosch JP, tewis JB, Greene T, Roge 
rs N, Roth DA,, A more accurate method to estimate glomerular filtration rate fr 
om serum creatinine: a new prediction equation. Ann. Intern. Med. 1999;130:461-7 

o) fcj9*d*frriW£«sEUfc. mmm&mmmz. •r*x<n»mtzw-c. mvm 

[0166] 

NT-proBNP^jBIJ^ 

tlfyr/^iJo, j&lMrBtU JMI*, #W-r&*-C-80°CT-«#LJt„ NT-proBNP^) 
IfiLlK^Sffi^Elecsys 2010 (Roche Diagnostics, Germany) •C-»f>'rM 4 
-f £«fc DISUc. Tvt^p H 1^iJj{i3.0%*S-C"S) i 9 . NTnwoBNPtfJfitJ iWWefflfc 
H V £^»J^I£«2. 2-5. &%X'fo 5 . 
[0167] 

2003^i;(C. HK^» (national register) (C J; Q f-'vT ^XS^f- & pEMIlS L st . S 

ISO. -r^T^t^^Klt'^mt J: S^Eti; tT^lL/S (Pfeffer MA, Swedberg K 
, Granger CP, Held P, McMurray JJV, Michelson Et ^.Effects of candesartan on mor 
tality and morbidity in patients with chronic heart failure: the CHARM-overal 1 p 
rogramme. tancet 2003;362:759-66) „ 
[0168] 

tt (KM) t L-X-^-z. hfth <, SiaJt«{i>tMx^A-f f >'htl^i3tJiANOVAt«t 1 9tf 

JfcW^^ff^^f^fc^lB^-^^-f^fctittiHflSo^tfr*, ttSL Kffi 
ffiltoJEEfej;t^^#^F5iittttMLTlfflfiL^» ^ O.OROIIfilpittaStWt^rSi:**^ 

[0169] 
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VKMfit&H&k 0*l»^3W£^3&»tejSfC. T- (Kaplan-Meier) 7n 7 

HUHira&ftlffS. SJfil^ttT-oT^SfjiiftjJlffi^JCO^I. tiit^+*« (110 ng/1) 
ft^X{iffi^log 10 NT-proBNPSJtteNT-proBNP. ^^/UDjft*!:? * ^ h £ ffiltSfctt 

[0170] 

f-^TOff-ffii, 7fI|IWni/5A (SPSS for Windows, version 10.0) "Cft-^. 
[0171] 
ft* 

KS^ttBffi**tsa^*L=5:vuffi«S^«#{i. ttS'J. ¥Sii3 j;V«t»ffiBKH 
£ ( P <0.0001) . ¥%U. H^ J l4»JES^tcfeV^T{i#;«frr^ffiii^<«#Six'r 

IVfc (IS3) . 
[fS8] 







1E1&7 )v? >m 


?m 




n = 198 


N = 188 






122 / 76 


114/74 


0. 84 


« Oft) 


41.0 (9.5) 


42. 5 (9. 9) 


0. 14 


iiiiijra (^) 


27.7 (8.0) 


26. 8 (8. 5) 


0. 26 


(ssb/msffi/itst) 


0 / 137 / 61 


66 / 103 / 19 


<0. 001 




10 (5. 1 %) 


2 (1. 1 %) 


0. 036 




14 (7. 1%) 


1 (0. 5 %) 


0. 001 


BMI (kg/m2) 


24. 0 (3. 3) 


23. 7 (2. 5) 


0. 20 


HbAlc (as) 


9. 6 (1. 5) 


8. 5 (1. 1) 


<0. 001 


S7;^S >ii (mg/24h) 


794 (16 - 14 545) 


8 (1-30) 




ii^V7fz> (jLtmol/l) 


103 (54-684) 


76 (40-116) 


<0. 001 


GFR (ml/#) 


74 (33) 


94 (16) 


<0. 001 


Wmmtfs.I± (mmHg) 


151 (23) 


132 (18) 


<0. 001 


t£?fi^Jfilffi (mmHg) 


86 (13) 


76 (10) 


<0. 001 


1t>y;l/SlXfltcDirLSAEE^ (55) 


34 % 


4 % 


<0. 001 


jfiLffn UT.'rU— )V (mmol/1) 


5. 6 (1. 2) 


4.8 (1.0) 


<0. 001 


jfiitS HDL-n — ;i/ (mmol/1) 


1. 46 (0. 54) 


1. 56 (0. 53) 


0. 07 


ifii^ b U if U-feU H (mmol/1) 


1. 22 


0. 77 


<0. 001 




(0. 30 - 9. 90) 


(0. 30 - 3. 10) 




M# «) 


50 % 


43 % 


0. 17 



[0172] 

x-^iin. (SD) , tfdfeffl (4eH) KiSFJfilOfiSrflSfflLT^S. KfcJt 

mm^Tfuy^ym&^-t^mA^cos^t. <3oomg/24 ^mrjvy^ymmm.^ 

[0173] 

»S*fttlHt*1W4jft#ttJV^T. «NT-proBNP«JS{i;110 (5 - 79640) ng/1 (r£ 
(KB) ) _t#U -U. jE1itT)l'7§>mtoM&ttZtS\ra** 27 (5 - 455) ng/1 

±#L7t ( P <o.oooi) . ^<r>ffimi±. &&&&&&& zvMcommtcDMmizffl-t&mm 
&t>i&¥TZivfc (p<o.oood . m-prowmm±mmm&nmcD%imtzii^~c±.%-L (40 
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(5 - 3111) ng/1) , Z(Vb%, $$ff4 3 jiKI2Hi>iEftttffl (>100nl/#) PiT'foitz, 
[0174] 

P=0.28) , (r=0.42, p<0.0001) , JRJIIIIilfiUE (r=0.53, p<0.0001) t^CtfJnL. 
&3Rtis?Fiiffi (r= -0.60, p<0.0001) & it/^^nb'V (r= -0.52, p<0.0001) fcftt 
St^Lfc. NT-proBNPfcUMf, HhAi 0 afct±jt»ai^^-rn-;P<0^-«if:«fflB8tttW(E 

[0175] 

ffiS^ft^PiSffi (**fl92ml/^-/1.73m 2 (JeH: 45—170) ) £ JfllsRNT-proBNP (r = 

-0.22, p=0.002) bcn>mcrm^MBM&tflE1%Tfr7'$>mcom^z^x^Zftfz<, 
[0176] 

^yb«IS*ll «®WttW*t*^-4jft#4:*L*V^a*i: WIST- 
S^rO. -efL-fiX. 11% (95% CI: 8-14) ££1/2% (0-4) Tfo-ofc (p<0.0001) . W 
m&%lZ$$^Xte. ^7^f >t,Zi5ft&!tomW-proBWt)\ ^5Ett4MKgftfc J: tf/ 
*/£(4*tf<'MfiK*^rf*JB* (671 (34-12418) ng/1, p<0.0001) ) t&^T, 
lMH^<9#!K*:£L$:V*#& (97 (5-79640) ng/1) tttMLX^MtZmfrifz. 
£> 3 h 3£*§EI^- (conf ounder) & Wi&VYik , NT-proBNPCOlOfgft M$±W>bMk t g 

■4OhC0*vXit$:3A (95% CI 1.2-7.8, P =0.02) muZittl. 
[0177] 

WSE*fl^-451* (26%) ^>a#tiiV»fiE*fl"L*^ll* (6%) cojg 
#*9EtLfc (p<0.0001) . iE^T^ySy^l.Cfettl.^^yhtOiSc^^V^*. $ 
^>!3r&*Bfti» IHE**T4j8*fc:BR^Sti4. WSEBfctsvvr. UHRNT-proBNP«4i* 
ffii±110ng/lT* 0 , icDfi«t0lSv^ffi**-rS39* (39%) tf)jS*4sJ:tf£tf>tf J: Dffi 
l 12fe (12%) tOjS#^M^3&^SHf5Et:t^o *i5»^'-FJt«±3.86 ( 

95% CI 2.02-7.37) (p<0.0001) T#> 0 , ft^C^ilfil^vf- KJtt42.28 (1.04-4. 
99) ( P =0.04) X'fo^tz (114) . ±0fiV^Bt*(4, =fc 9^^&WMRBHft 

(^fflNT-proBNP^^/^iDs^^fci^ffiV^^-^tLmSl^ (31%) tJ«ttf7£ 
(7%) ) fciftfeeO-Cfe-jft: (*MS^-tf'-FJt5.25 (2.31-11.92), P <0.0001 ; 4±^fi 
IflS'vtf— KJt3.81 (1.46-9.94), p=0.006) (05) . T^T^MHfc J:VX«jfill ; ^;S 
tcj; £ 5EtT*^M^SJfll^NT-proBNPc7)^#{i s jMtt^jgfitOiyiCCOV ^IfflS Lfc« 
Kfc«ttfcLT3TS"C&-33fc. SfeK* NT^oBNPfc*«fl^iiHit<Oia«0fflS^ffl{i* 
KtTI±*<, L^t;«It!i, ^tr^i^^Iilfll^a^E-t^tW-rSNT-proBN 
PaKc^^dj^M^M^l^^fclifefrS^LJarV^i t £^ LT v>£ . Jfllif rJ 

[0178] 

5>-^^5t, P =0.06) tsit^'MMIiDRKjR (p=0.07) tJ;S?Et:*«i, jEWr/l^SvS 
SfctiaattHtcR^r^^ofe <02*5J:t/3> . 

[0179] 

3HBTfl98S*LTV^125ng/l «NT- P roBNP£D# y £ i: lZ «fc 0 , -f 

Lfe^JSt^r^ofc ( -Hvftu 2.68 (1.24-5.79), p=0.01&J; V'4.09 (1.61-10.41), p 
=0.003) . 
[0180] 

mx&kt LTNT-proBNP?lJKSr#ti-Cox[IIffi^f)fJ±s ^X CDSK&Z X Z> WXl^ZfM L X 
NT-proBNPcO^-n^lOfglijDtOV^T^Pfi^^'— Kit**, 3.39 (2.38-4.82) (p<0.0 
001) 2®»W»'v$'-Fib& I 2.67 (1.62-4.42) (p<0.0001) TftiifcSiSU 
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tC5^T^*lfflSv^-Hi:b{i;3.58 (2.40-5.36) (p<0.0001) X ■$> 9 . 5£^iM^- 
KJtU3.32 (1.90-5.81) (p<0.0001) Tfoitz* 
[0181] 

^fafltWHrtnU «SftttRffi^W-r^lMIIS«S#^«aWB^|§i+t LT&£*> 
3 I). 
[0182] 

[0183] 

^toteno-2»f3£WJB#(Cfett4PlGFi?5»W*3arr. ^RWSrW^tHfttllttCTlfcie 
[*4] 





cvd -r ^^htcgi-r*^— 

lliL«PlGFGffi&W) 


x^-r >fiiif tut 

©jfiLatPlCF(tf^fit«fcr)fi 


Steno-2 


A If - F it 1.073 
(0. 999-1. 152), p = 0. 052 


A if - F it 1.22 
(0. 71-2. 08), p = 0. 48 


m^mmm 


A If - F it 1.21 
(1. 04-1.41), p = 0. 012 


A -tf - F it 2. 19 
(0. 79-6. 08), p = 0. 13 




A If - F it 1.03 
(0. 95-1. 12), p = 0. 46 


A If — F it 1.04 
(0. 53-2. 04), p - 0. 91 



[0184] 

55WL<D2Mm%ffiM%tffrfrK)^W&fflM&lzmKLtz« NT-proBNP (357pg/ml) , P1GF 
(llpg/ml) &£1SM%£ (-f^*3*>. fo/N6&m&) sCD40L (l,2pg/ml) fcHJgUi. £ 
«0*«l4IWf SP^TV^^. NT-proBNPffit±^&^££^LT^£. £ caMi/fr 

„ Qy/Um (rosiglitazone) <5D&^i£«^3^ ACE-f > b t J; V'f IJJ^J 

"COfflKSIIBftLfc. -ecOf*. NT-proBNPf^iiraPi-C-^-^-t. 2^f££117pg/nlC9 

[0185] 

62ao*rttC02M«Jg«B#* i tlS«»P^Et*I^L^» NT-proBNP (37 P g/ml) . P1GF 
(27pg/ml) J;V'®SfsCD40L (l,0pg/ml) £M5£LJt. NT-proBNP ±5 J; t/P 1 GF (± . iffl/hifil 
«fficO±^^^ffd'Q«Jt^ffJEO#fii^(±yx^Sr^-r o VEGF£MSeU n«r£- 
UK*-*. CMUUlfflbAlc (7.7%) £«BeL,fc#. ttiMt, ^-hfr&JMIIWJ 
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OT-proBNPfrjfteLfc. (»'3i<Uot^l,M'3^^-f-f| 1 /tW^ P1GF. A 
GE CMLfcit/HbAlc^^aiSLst. 

[0186] 

[an ^fcatcti{t4+*ej:0fiv^ (ffiii) 4fcttKw^-^5-f vmaBfr-proBNPa 

— (Kaplan-Meier) 7°n -y h „ Pllin/5y^tgtSft^ t Prop.w/o e, -TOASt 
f&Mr^Jfc*;t, BSISKJ!) ; NAR, D X? £*-rSA£St ; bel.med. , tfcfcttJ: Offi^W 
; ab.med., ^ffl i 0 ftV^fff. 

[H2] ^feffltCtJttStf^ttiOffiV^ («GK) ^jfcsRNT-proBNPai 

Kt^4SMS^jft#fc:tift4iC«llL«B£JBt ±«5Et:*fc« 3 o JIH£«t^fc:J:4 
SittCOAISi-CO^fao^r^y-V^r- (Kaplan-Meier) To -y h „ Pffin/?^^ 
BBt'C^a&fc. Prop.w/o e, h V\fcfc* ; t, B$Ph1(J!) ; NAR, 'JX^St* 

-t^Affi: ; bel.med. , tf *fl J: DffiV^P ; ab. med. , tfifeffi J; 0 Sf^P. 
[03] steno-2W^Cfe{tS160A^2MWJSSfjg*<J0ma<J5**e± OffiV^ (Wctt) *fc 
t£ift V ^ifojffiNT-proBNP£ ^j-f & tt § it $OTPb14i CD ^^ffiMliStNT-proBNP V £ * 

-to cone, aWf;t, B#P H T (^) ; ab.med., 4»jfeg[J: ; bel.med. , 0 

[04] cf^ffl (110ng/l) X 0SV^XJiffiVW-proBNPiRS^*-r-6«S«PHtWffil!#fc: 
tJtt4^KHtCj:45Bt*<0*7"5y-^>fr— (Kaplan-Meier) ft& (n/5y^ 

. p<o.oood . jtKco^ftfc:. iEmTJi-rs.ymB.m^m^mm.-c^. pro P .d, 

*;t, iliMl (30 mephrop. , SJe ; normal b. , jEHT;^ S y St ; NAR , DX?£ 
mr&AiL 

[H5] (uong/D ct vm^xim^-pro^mmz^&mmmim&BMiz 

&tf&>LmiAmmgAZ&&mt:-mcO*}~T i 7>--?4T— (Kaplan-Meier) fl^ (n^^V 
P<0.0001) . JtSRcDfcftt:. IE^T;l'7'S>'Rm#«ffiilSr«lT-^-r. Prop.C 
VD, i&ML'W!»fc±45et:* ; t, (¥) ; nephrop. , Bffi ; normalb. , JE?S 

TfV-y" 5 yJS ; NAR, yx? ABC. 

[ 06 ] JllUBB'lGFtJG t fclM«Kl»tt»£fciJ (t« ^MHt i 4 5Etr*£il"$-# Tyy- 
-74 T— (Kaplan-Meier) TU>yK r— ^{4HSfiM2tCfB»cof:ti D , steno-lW^*^ 

i - c.s. , ifrt>mm£3?m*£L3\^m ■, t, bumps (¥) . 

[07] Jliil&PiGFtJEt^MISI^ 

7y-7^f7- (Kaplan-Meier) Ta-yh, T— ^liUJfifl |2t:f B»CD i: £ 0 , steno-lffl 
IS+fc-r-:*****;. 1 - c.s.CVD, iC«lflL«^fcJ:45Bt^fe<iOjH^#**l36» 
£>HL3lV^di ; t, iiWSPal (^) . 
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[B4] 



[05] 



O 



nephrop. 
NAR 

NT-pro BNP 
>110ng/! 99 

<110ng/l 99 



nephrop, 
NT-proBNP>110ng/l 




nephrop- 
NT-proBNP<110 ng/l 

■ a • m * 



normoalb. 



9 10 



89 
96 



81 

95 



72 
91 



t 

64 S3 
36 85 



Q 

2 

£L 



50 



40 



30 



20 



10 



nepiirop. 
NAR 

NT-proBNP 

>1 10 ng/l 99 89 



nephrop. 
NT-proBNP>110 ng/l 



nephrop. 
NT-proBNP<110 ng/i 

■* * m " * 

\ /■ - - normalb, 



<1 10 ng/i 99 



95 



81 
95 



72 64 63 

91 86 85 
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